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Or.~::uaifc, in a ma::-.o dated ~/18/79, .,.as unal.Jie to directl'f calculete a:-: 
ADit"Yebuthiuron. 1-:o,.,.ever, a ::: year rat feaaing study exhi::ited a no-effec7 
I eve I at 20 mg/kg ·,..:, i c~ ... as 7-:e I eve I in a 3-gener at ion fe-20 in~ st:.::Jy 
proouci~g a reaucti~n in ,.,.ei;~t gain for the pups. 

Dr •. ;uaite calculate:J that t~e exposure from tne prcposec tolerances .c_!: 
carry a~ a~~roxi~a7e ~~CC fc.: satet1 factor. 

The calulation for<': 7e':l;::orar: tolerance usin:; a 2000 X safet·1 factor;::-:.: 
tne 12.5 m~!k::; r,EL :;f a ~:J ca:· co:;; stucy .... cui: re;:;resen7 c:;::;::roxi~;ateiy " 
330C X safety tactcr. 

Toxicolo~y Branch considers 7-:at ad6itiona: ;:;ertinent infcr~ation f~om a 
6-month dog study would r.ot ::e dBrived with respect to a tJ.O.E.L. fx t-:is 
che~lcal to a si~~i~i:ar.7.y ;-eater ce;ree T~an has a:rea.:: ~eer. f~_-:t ~ 
thor spec1es. 

Becc'-lSe the weight ;air. s..;opression is consioererc t0 ::e a ''~inor" eff:::c-:­
by several toxicolc~ists :n 7~e branch. We concur wi7n :r. Quaife 7hat -~e 
tolerance should be a: lo~ed. However, we feel that a ~CEL tor wei;~t s~:n 
can te found by usins a :-ge~eroticn study as in t~e proposed Guine! :nes. 

Furthermore, the srantin; of ~he tolerance should oe con~i{ent upon ~ec~io~ 
~\written indication to cor.-.-::ence within a ;Jericid of (4) four months, a 
(._9generation rat re;Jrc::uc7ior. study to be sut:mi7ted wit:-::n ei~hte<-l (•~) 

months. 

Toxicology Branch also pr~~oses that the tolerance be a: lowed with tne 
registrant fully co;nizant of The tact that sho!Jid aavero.e cata be 
uncovered tr1e to I erances "i I I t)ecome void "'lnd r eca I cu 1 a teo with the 
appropriate da·ta. 

EPA F'Cqlol 1320.6 tqEV. 3·761 
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Elar::;o ?::-cd~:;:.s 

India~a~olis, I'-iia'-a 
J..62C6 

other ;:oint s :.:: 
2 ::? , a:-.:: 

s~;;~~t of ~e~~es~e~ ~=ler~~==s ~~r ~==~~~~~=~ a~~ 
- -· 

d!r.:ett:.·::.et:::.-: -::--=..a~:.;.::c:e-c:::-.:.a:.::.:::g :::e:.a=c::...:.. :.es at .2·:· :;:-;::: :.:-. :;yo c:-.. 
~angela~d g~ass for~ge a~i ~~ 2 ~;= ~~ or o~ =.eat, ~~~, a~c =~at 
byprod::.=ts c~ hc::-ses, s~~ep, gca~s, ar:d ca~~le. :a::-~s ~--• TJ, a'-~ 
VII re:ate to l""...s.3ar::: e·:a.!.us:::.:::-: of -:::e~e tc:-=~s.:=:ces. 

cf :.:--is :::e:::: . 

TE/H:::J reco~~er:cs ~~at tole::-ances ::-e~uestei ~:::- tet~ttiu::-c'-
(f..,,...c:: ... -a-~-::-~ --:-- .... c.) .... e _,..!l.,.,te~ c .... .,t,·----- '"''- ----'"'0 s•--..: ....... ..::-_...._.t,.. ~·-~--:- ... ,c ........ , ..... ....... 5--...... _, - ..... -·-=-=-·""' \,..;l,l =--.;:.......... ~:;..., __ --:: -·· 
writ.ir:g, ...-:. :.:--..:.:-_ 30 iaj·s, t::.a:. a r.ew t:-:ee-g-:::.::::-atior: :-:::.:. :-e~::-:::i:J.c:.i·:::-. 
stuC.y c::;, te'c~t:--iurc~, ·..;::.ic~ i::::cluC.es lowe:- :_.;;-;els tl-2~ -:.!:ose ;:::-e'::.c·..:.;;_:~­
tested, is ~de::-way. 

.... 
• _I 
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1. Data on tec~~ica1 tebut~~u=~~ considered with re[ard to to~e~a~ce ~e~ue~~z. 

Qr::ol w 50 (::-at) = 6U..:!: 27 (standa::-d e::-::-cr of rr.ea::) r::.g/~g ::-cdy -..:eigh:. (.::.;:. 

Ra":., 90-day feeding ~rc::::. 
Z.EL 

Dcg, 90-day feed:..ng NO:::. 
!·EL. 

Rat, 2-yr :'eedi::g 1:o--:::::r. 
HEL 

:, GOO pp:n. "· 
2, 500 pp:n, with pronounced g:-mr:.n su;-;:yoe·s:.o:;-,; 
~crosccpic pancreatic lesic~s; and e~:.ai:ed 
Y"e1ative o:::-gan -,;eights ar:d 2..:.ve:::- metatolisr.1 
(shown i~ vitro). 

LCC ?PI'!l (20 :::g/kg P.-l/day ). · . 
BCC ppm (LO ;..gjkg =.·:/day), e::::e:::. bei::-.g 
~o~~~rline, dose-related g~o~~~ S~?p~e~~~s~. 

;:egat.:...,,e at l, ceo p;:~, t.:..g!'"les-:. -:est 
1e·;el, fo:::- o~coge::-.ici t:.· 

Negati·;e at ~ :....""',..., _,_ ............ :·.:--···· 

::e§:':ative at 25 r:-.g/kg ;:.-1, !'.i[:.es:. le·.-e::. :.es:.e::.. 
:~r tE:atoge~2c ef~e:t en fe~~~es. 

:;egs.-::::e at l, 200 ppr::, 
tera-: ~genesis. 

.. . . -::.::se t.es:.e::., 

Ra:.. =.o:-:-i::a:::.-le-t.hal s~....:..::y, ~:..:-..g~e :.p :..~ .. jectio~: :·!egat=: .. :e :o::- :::-..::.c..ge:-.:..c:. -:~­
• at 75 ~.g,'~g ?,i-. 

Arr.es-ty-pe 
I • 

'::'~/=-
~ediu~, ~~h c~ h~~tcu~ 
r.:eta::o~~ ~ct:.-.-z.~:..~:::. 

Rat, dog, a~d rabb:..t ~e~abc~s~ study: P::-ovi:ies e·,-:.de~ce ~o!" !"C.p::::. 
excretion ar.d c~ns~ste~~, ~~~~ 
recove~ __ ;es o~ -~~~~~~t.~-e~ ('~~~--~~ - c~-·---- -- -~ -------
dose. 

De:::-:na1 sensiti=ation test, ~~ea pig: Negative for cor:t.act s:~s::t:..zat:..::-:. 

Cat~le, 162-iay feeding: aegative at 30 ppm; so~e weight :iepr<:!ssion at 
1CO ppm and slights effects o~ 1.::-:·inal:;s:..s. 

Cr~cken, 1-~onth feedi::g: :;egative at 1,000· ppm; g:-owth. depress~:::., 

Rat, 3-geneyoati~n 
::-eproduction study: ::oa ~ot established, LCO ppl'!l 

:awe~ level fed, ~esultir~ in 
~ody ~eights o! ~ear~i~~s. 

2,5C: 

I· 
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"Free standing sur:--~ry," ·contir.ued. 

!1~;~ ... -s-rr -
2. Data considert:-::.75ut 'Currently lacJr..ing. 

A. A satis~ac~ory repeat rat reprcduction is re~uired ~hich includes 
lower test levels than the study already sut~.itted to establish 
an unequiv:::cal "no-effect level." 

:a. Hutager..ici:.j- data are incor.:plete, but satisf:ting t?--is recuire::~er::. ::=.:-_ 
be deferre~ until EPA has deter~ned the =-~o~ts ar:d kir~s cf 
cutager~ci~? data to be required to suppcrt a per~zr:ent tc~srance. 

3. Actio!l oeir~ t~en to obtaL~ the lackir~ infcruztion. 

' Petiticr:er ~s asked to supply the data. 

5. .r1:1 allovrable d.=.ily i:::take fo:- :nan (Aiii) is :1::: ~ a-;ailat::..e for 
tebuthi:.rron. ::=::..ease see 1. a:::d 2., a1::ove. 

, 
o. .:\:: AD:!: and 

?lease see 
=. ~-::?: ( r.-aY-ir.:.l:-:1 per::-.issi":::le 
~. 6r:d 2., atove. 

:.!"'.take 

".{ e k:;o~·r of :::o 
:;::esticid.e. 

:;:ending regulatory ac~~o::s 

te 

reg:.st:-at~c;: :.::e 

2. :=ecause the :S.d.·.-::-'se effect on reprcd.:.=.c-t.:..:;~ ~E a ::-.inor :::-.. e; E.::i '"::e~a:;.:se 

the r::argin ;..;~ ::afety - reproductio:: study's ~·~.ir..i~al e~f.:::ct ::.e·:e::.." (2:::: 
--//,..,. =--·r/c.~ ...... -) -=-=- ·;;,cr; b' t\-.~ ''.i.""'c.,... ..... c..:..: .,.., ....... ..:__, .. _ -~c::::.:..: .... .c. ,.....,..,..:..-!'.- .... ~..: .. _ •• ·•..::: .... ::, ....._,"( c,,: 1 __ :r-._.__ Y ·•- :..,. .. ._..,.._-..,_C.::._ he. .. • .. -···--·· - .... ._. ____ C .......... __ ._ ..... .,. ___ _ 
r_,.mc) +o ......... ---::..- .... ,...,_ (, =~-)d-.;"'; ... ,...:;.:p+ ., .... - ;_ r:..-- :.r-'; -,..;~_,. r-, -'""'-: .... ,.1.u.. "" c. .... c..--:::.o- -·..;-... c,, c.-...:.. . .: ...... __ ..,. ... o_;;:.. , __ ...... -·-oi .::;:. ___ .... , .............. ...~_. 
-=-/ka ::.~-,:ja·, .. - =-Yc<>e,..;s 5 000 +o 1· , .. ,..; >-ec"''U"=- U""' ~oc--'-~;~+.;~ .. s _-~._-~-:-.. '".·"=--.. '0 o - '-"'.! _ _. ...... - 7 .... .-, -··- ..., - _ .... ~- ..... • ....,._\.. ___ ....,w_....,_.. .. -

~mit t~~a~ ~~-~o~estic a~~~al expcs~e, the ~~~~ested tole~a~ces 
(parag:-aph :., ;.age l of this :::e:r.o) are judge:i "s~e" tc ::-a:: :=.:-.d :.::: 
~o~est~c ar~~a:s. 

I 

-------
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Tebutr~~c~ ~s c~e of a c:ass of substitu~ed ~ea herb~=~des. 
~te~ ~~~~~~s include ~onu:cn, l~~~o~, ar.d d~u:on. 

Other r.1e::-.bers of the class sho~·r effects at fai::-l:-· low :..-::-:els, 
~hie~, as ?etitio~e~ poi~ts c~t, i~=lud~ a~e~a and/o~ =e~~ecoglc~~~e~a. 
In c~~~~ast, tebut~~~c~ dii n~t ca~se abr.or~al ~e~a~olcg~c fir~~~s in 
rats c~ =~gs o~ abnor~al bcr.e h.a~~c~ f~ndings i~ dogs gi7e~ up tc 
50 r..e/':<g S·i/ day fc~ 90 cays. 

L"1 t!-.e 90-jay stud;:,r, C.ogs at 50 r..g/kg '2-·T/C.ay ~-=- sl:.oir: Some 
we-i-~ .. ic=-s· i:",....-e~sed rola•.: ... .:::., ~..;"-=- we;:-...... ~s ""Y"d ; ..... c.,.,.-e:::~..; .:,..., ... r=-- ...... 
;:-c::~--_--i: .. -~.o.r, .. ;~::- +.;;:~L .. ~--(J-,.,--·-:;.,_ :~~-~- a~. =~- i -:::: ;~ ~:--_: l_:,re_ L;..,-_:.;, .. -J.!..,-c:.S- o.Cv-·-'-'.1 O., r ....... v.O-.-~~ne) a .. - _nc_-:::::.S-- --- -··' 

alka2.i::e ;-::ospta.tase - i::.dic~t:.7e c~ liver '\7icrosor.-al e::=:.-:::e i::d.:.:.=-:.:..cr.; 
a~::! r..:..g:;e:::- ':::lcc:i ~e::. r..itroge~ ·.'al-...:.-:s. ?"fie of L dogs a::. 25 -::-5/'r:.g "5."d/cay 
!:ad :.::c::-ea.s5j relati.ve t~r-ci.:. \-:eig::.ts, a::~ one, :..r.c:--eas-:=. relat:..-:e 
sol~e:: -..:e:..~:-.t. TI:::.1s, "~o-e:fect" ·,.;=.s so+ a+ 12 r:. r..-i:.r- =1 .'j:::.":~ _._~. - - ._..., ._. .• ./ •-c.l ••5 -' / . -J WJ 

D. P..i:.:.t:r (2/2l/75 i::e~o, ?P 5Gl562). 

Disti:1cti.ve Patt.olcg:t in ~ats, !'ol2.o~i:-~g 
cons:..s:.e::. o: "!acucliza:,:..c::: of acir .. cS.: cells of t!:e 

..... ~en.:,.,=" - ------·o 2,5CC 
in 

sepa~s. :.e st~iy, to be pa:-t:..a.ll:r ::--e .... --=:-s:..ble :r.. ~e::c7~:!. o= -:.e:'!.:.t:::..·..:= =:: ·"" ........ -
:.::e -:i:..et. 7!-lese rat:=, also, :~owe::. se·.re~e =:~o;;~h :r-:ta:-:.=..:.:.cr:. ;-. .=.. :.s c:: 
LOO c.:-.:i l, CCO p:;n shcHed ve~y sl:.g!-.:. a::d sl~ght dec:::-e'3.~es ~:: ':::o'dy ·...:-e~g!"!t 
ga:..::, :res:-;ecti \: ... el:r. !·:ale :ra:.s :-.ad =.ose-re:a:ted :..r.c~e:s.se: :.:: ~e:.s. ~:. .. ; .. e 
liver ;;e:.g!:.ts ar:J :..!"' .. i:-.. oo:.r:.:.::--o l:.ve:r C-ie:r.e:.r.,yla.tior .. of ;:-:-..:.-:rca~::..z:le, 
p:-cs·..:~..ably C::.1e to :.:::::t:.c:,::c:-.. c: ::-..:.~=-= so:::s.l er:z:r7:':es. ''::c--:-:.:ec:." · ... -=.. =: se:. 
t::- ~-~. Ritte~ at l,C·OO ppr:i (sa.:::e :::e::o a~ :..:: ~cc·.-·e !=C~a~:.;::). 

In nrel.:..~:~!:a.~~-- stu:i:t, fe::-.c:.le rats, fed :.e:~-::-ti~:::: bj· g=..-~ge at 

--~···! 

2~0 ::-.g/~5 :=:·;/C.2.j"' c:: :.r ... Js 6 :.o l5 c: y:--ee;=:a:-.. c~;-, s~c ... ;e.:i ·-..:::.~::-.. t :..::.:..:: =.::-.=. =-=c:.-~2-.=e:. 

~~d.7 ::::,:::::~:~;!1~ ==~~:s;~d,; f~-::: ~-::~:t; r~:c~~=:.~.::~_i, ~._.:::. = 2/7 ~:=- -:.::::_. 
~·'-!· -""""' "'" ~Cu .. .,, .• 5 _.1/~a.: --s-----~ 10 _,t...._.,_,s, .·.!1l--= ~0 ::"-€/•~.; ::;·.-l;d::.~-
d:.d r..ct appear to taoo:;e ad .. ~-e~se effe::::.. 

L""l subseque::t rat terato:..::gy stud:r, up to. J, 30: tee·.:-: :.~u:or: 
.t~e diet, Ji .. ren O!: gestatic=:. da:.-s 6 th!-ot.:.gh :s 7 ~..:as ::c-:. te:""at.:~e:--..ic. 

!·la1..e~::a.l ".-te:..ght ga:.n c.~:.::g supple:-.e:1tatio!"' .. :.;as c~t. 25 c.::::. 50_~ :"":E;ecti·_.·e::- :o 

at 1,200 anc 1,200 ppr:: in the diet, ccm_~::are·i to co~"t:::-ols. !1o 2a:-.::::-e:;.tic 
l43si::n:s occurred in tes:, :-ats. Negative fo~ ~abtits ;,:as 25 rr.gjkg =:,;;=.a~.l• 

'I"t~o-year studi~s in rats a:::d mice shc:.;ed ::o cr::::::ge:::!.c ;-:::.e::t:ial 
.for_ tebuthiu..·on at up to l, 6CO ppm, highest test le·rel. 

Rat dor.rinant-lethal ar:d A::~es type tests cr: r.ri.c::-::-crgar-..i.s:::s, w:i t:-. 
and without metabolic activation, :.;-ere each negative fer ::-...J.tage::e.s~s. 

As noted in our (M. Quaife) memo of 5/22/79, P? 7Fl925, :-at succ~-=-::~..:.:. 
chro~~c, .and 3-ger.eration reproduct~or. studies each showe~ dose-r=:ated 
g::-owt:: :ir .... ~~b:ition, although not si~.ificant for lower tes-:.-le7els ='-..'"1 the 
forme:::- two studies, In part for t~.: s reason, we fi~d ti::e :::-e:;;rcC.t::::.:ion s':;:.::::.-
~n p~~d o~~ ~ep~~tit~~n~ to ~de::-:9r.strat~ ~!l une~ui·.;c_cal. 11!'lo-:;.:ect le:·.--::." 
~s ~- .... ~ ovne~ ~~us~4~~tea ~~~ ~e~=~c~aes, ~o~n cepress:..~r. appe;~s to cc=~ 
~~a~~ species in which tecuth:.urcn is tested at hig!1 e~c::zh die"t:..:-y leve:..s. 
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RCB fi::js an a::alytical r.:ethcd(s) adeouate whic!'l deterr.d.:-.e~ free 
and bour.d resi:i-:;es in g:-ass a:.d p:.rent and r.1etabolites i:: r.:eat (10(13/77. :.:-...:..=: • 

He note that =::;:s fir.ds ar.alyses of tec.r~.,.:.-;::;.2. te::·uthiu:-c:: 
negative for pres~:::ce c:: hydrazi::e a::d thiourea deri·;ati·:es, a:::d ::oth 
technical grade a:::d for~~lations contain less than 2 ppn a::d 0.5 ppr.1 1 
respectively, of i~-nitr::so derivatives. Tebuthiuron a::d sig:-..ifica::t 
metabolites in t~th pla::ts and a~ir..als contain the tr..iadiazcle r.~iety. 
(For sources 1 cf. RCB r.:e~Ds in P? 5Gl562 or 7Fl925.) 

Ne.,.: submiss; ~r., Ace. !!o. OS8190, "::teview of note:::~ia::!. e;.:~~s"..l.r<:: as~ociate-i 
wi th use of Gra:(· ar~ .;:c.:: ::or bruo: :-, control o:, rar.;,:el.:::-.::.s i:-. ! :z::.s :.:-.d c;.:::.a­

--horr,.'J. ," Ela:--.. cc ?rc.::::.~t.s C:.., ~u.zus~. 1979, 'I3 cor;-J:e!:'.t. :::. 

Claims ::-ade i:: this vol"t:.r::e, relating to esti::-.ati~n o!: "sa.:ety" 
of proposed tolerar.ces, concern (l) ar.:cunts o.: te":;utt-..iurc:: i:-. die:. of ca:::::..: 
~ho graze on treated ra:-~eland a:::i (2) amounts in the !'lurar. diet ~~e to 
tebuthiuron in r::eat of c.:-~r.als Hhich graze, on treate-i forage. 

(1) C:: ?• 6, t!'le report asserts that r..s.Y..i:::-..:.r:i grass residues .,.;c·.:.-.= 
be 5 ppm or less. ?..C3, ::owever, finds r.o new resid:le da-;.a in the su!::::-.:i.ssi·.::: 
and, there.:ore, reitera':.es its previous (L/6/79, ?? 7:?2.925) reco::-_-::e:::ca:.:.c:-. 
fo ,... the to- ,~--cc.- (..:.o~..: .,.o .,. .. e ··-,.:;e~.,~ ~e-'l b·· "~ ' <:: .... ~ ..:.-.. oj, ~ '79) • " ..... ..:.. ........ .::::... _.::: v __ ~..~ l..ol.! ~.-.. .. ._ ...... ~5.... ..... J ··- • .'1.. ..... .. ~ .......... , ~ - 1/ • 
~·~oreo·.;er, =·~. S;:""~:,:: stc.~es tha:, F!CB assu::es that :::> t~ 2C -::::::;::-: coL:! te 
Co ,..,.e .. ,-t:;;.d "oy ~-~--..:-=- ca:...--:.o in c.e:,err!"w..·n.::.n~ -.~ro.ne:=-- :.o:.;:~a~~·=-=· f8~ c~~ss • ......... \..i. •• ,_ o-- .... -·o ,J---• ~ 

T3 finds, based O:! both labor:1tcry an.:.:::?..:!. a:::. catt:.e !'eeci.:-~ 
da+a (cf. r~.,.,s..:.--..;~,..,~ c:··~..-- .... 7 o:o TOX dat- "'" 2 ""-c· -: -;.,~ s ... ., ... ~) ..... _..:. w -- -- '-"'-··'"'.;.••5 - -·~·.c.• .:. C1 f :-'!:-'• '""•· .-'I -·- •··-···._. v •• ::.-
a dietar:1 leyel '=: 20 ~;:::: teC·uthi""Zon would be w:..t!::;t:t. r.c.::a.:"":i to ca-ttle. 
Use rest::-ic:.=-.c::= =.e:.ai:!. == b:r the =-eport, whic!"l wc:J.2.d :e e:·~e~te:i -:..: ce :~~~; = 
the ac-::.:.al le .. ,e: ·..:.c":..ld, :;: course, ir:crease the r.a:-g:..:-. cf sc.:et:;·. 

(2) C-:-. P?• 12 et seq. o:!: the report, a "!::,;;ctl:-::.ica::!. ~·;:::-st 
~ase sit~£:.:..::--.. " :::- 3.: ::-.~:: d:..eta~::· e:-:pcs~e to tet·..:-:::::.:.::8r: =-~ :a:::::::..~:.-=:.. 
Howe..,. .. e~, te::-.;:::-~:-~.· to2.e:-e.=-.ces, r .. o:, 0e~~ar .. e::t t~le:-~!'" .. c-= s. ;.:e use~ "=Y ?-=:.:..:.:..: =---~=­
to de~i ... -e a "7":-.e::-e:-::.c~:. ~·:a)::.:::ur:~ ~esidue Ccr.:.:-:..:-~7,:..~!"'." ~~ :.:-.. e c.-: .. -e~~ge 
hur.3n diet if t~e~e tol~~ances are gra~ted. L~s is ~ot ~~ acco~C w~~~ 
TB procedures. 

?etitic!:e~, t.~ere, also 1 predicts a de~line in d~e-:?.~Y ex;~~-..:-= 
to hurra~s, due tc a d~c::..i:!e ~r. grass residues i~ :'irs~, s:co:::d, a::~ 
third years after firs~ ~se of tetuthiuron on rar.gela::d grass, wi~l 
occur with res~-:.::.:::t decrea~ in le-.rels in weat. ~{:rile TE dces r.ot de::::.j" ~::=-:. 
such red.:J.ct:.cr. c~ C..:. eta:""'" ..... P:-..posu:-e could occur, T3 de:.errr..:.....YJ.e.s the T:-3~ 
assur.ing tr..at. a:!2 ::crrr.cd:.:,ies will bear residues at t!:e tole:-ar:ce lev·el.. 

Accordir:g:.y, we determine 'ffil·:C by preser:t ':'3 proced'.lres, !::e::..::~·;:, 

A TI·ffiC of 0.22 rr.g/day is calculated (Cf. cc:::p'.lter .?rintcut) fer 
the average da~ly diet (l.5 kg diet/day) for the a1era~e (60-kg) adult. 
This equals ca. O.C037 r..g/kg EH/day. 

I 
I . 
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Tebut~~~on, -- 7Fl92; -6-

La.~: of "r.c-:::.!"fect" :.n rat ::-eprcduction study precludas calculs.:.:..::::-2 
of an A:) I ( ':"::: _:::e:::o, ;,. ::.2./79, t:-..is PP). 

~fc·..--=.-e::- 1 t!:-: lower level tested ( 400 ppm; 20 rr.g/kg EH/d?.y) ::ny ::e 
tLken as a "--=-=-...:..::-.al e.:.::ect level," :ir.·:olving m:ii:or adverse effect or. re.r-::-:::::.:::-:.:.::: 

l·~:- :..:.::: of sa.::ety 1 based on t::is "r:d.:ni::-.al effect level" :..s 20 
r..g/kg =.-1/da:r =..::..·:i.ded ::.:.- 0.0037 rng/kg =l\fday 1 or in excess of 5 1 0CO to l. 

cwc:..::s:;:c:r: :-3 f:..nds t!:ese re:::_uested -':oler3.nces safe to iran and to dcr::es:.:..:: 
anirr-'l.::..s. 

.. 

,-
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Tebut~~~on, PP 7Fl925 - 7 9/18/79 

QljCS44 
. rme::C.:..x, r~vi ~w of TOX c:.=.~.a en tebuth.:::rc::, 

but no~ ~evio~ed. 

L;ll-, 
' 

The test co~pou:-.~ is ide:1tified as "Lilly· Campau_-_=. 75503, tebuth::~:::, lot n1;;:-.=;er 9RZ57, 9!.:.;:. pu:-e, :..echn:..c_l material." 

Proced~e. A~e:-tj~e test was ma~e with t~cter:..a: strai~s, cutate~ with re~pect to r.istid:.r:e :-ec;uire:::ent, ( GL6, TA 1535, 'i'A lC:. C 3076, TA ::!.5:5':". D 3052, TA 1538, ar:d TA 92), of Sa~L.onella t}~hi~:.Q~ LT-~. ~r: a~~~~:.c::, ...,,tan~ e•~a-i~s of :;- co1-i ·-'t'n .,...,.,.,...ect to "'"~·...-+o.-:...,~ ('·1"2 --rl '·'D~ , .. ~A-' ;..a . .L ... v _..,.._ ~' -• _,_, N_ _.._._l"" l..I•J,!JV !"' .. ·-·· , • : ......... ''""'' -•- ) 
w~re used. Agar plates, ~~r.~air.i~g r.~r~;.~l a~o~ts of b~s~~~~~e a~~­:.:--ypto:;::-.. an, ~·Jere ;::!"epa:-ed ·,._·~...:..::::. :o!'"' .. :..a:.ned a cc::ce::t~=..-::.or. g~=.:.:..e~:. ~: :.he -.est c:::::poUY.:: o~ e:.ti':e::.-- G.:~::> l, C.Ol to G.~,,O.OC: tc C.::::, or 0.2C':Jl to o.c:: ~-6/i:"'.l o~ :::edi::.:::. .s:..::-.ila~ sets of plates c~::ta=.:-.. e=. ::-.:..crc.s~::-.:.: 
e:--;2y;::e ::--action o~ 1:.. .. ;~~ c ~ ~ats t:-eate::l ·.-::.. :.h ;ol:t(::-.lo~:.r:a:. ~ i c:.;-::e:-.. :,:: 
( '~'"'c:..·--) ·~· ~ .. ..;.,C"' -.;... ---··-es (-~ c-1 1 e.; ''S-::l" •·--~+'-- -·' ''··--) r1.-.., ... ._.__ l.tU -. ................ ._ v ... -::: ·;~~-'V· ... ;:;......,- =:..-...:... ·- , -- .::.'-v..._._ .... -- --~~ ... • 
As pos::::.:.. .. ;e ccnt!"ols, p:a:.::s of ea=h t:tpe (;.:ith a::d ·..;:..t::ct:.:.. 2--9 p~ese:--.::.) ·..;ere ~~-=;.a!"ei with st~eptc::8:.~c:..n,_ iih.::.ch is r.:utage:--.. :..c ·l'i:.t:-.. =·..:.-_ S-?, cr ....._.::_ th 2-=. ::et:f·la::-.i::o!'lt.:.o!"'er-.. e. ·,..·:::.c:, :..s r.:-..J.tage::ic o~l:~ ... :.:-.. ;-~-=~ ~ ::ce c: .. ;r.-'?. 
A:~er t~:te~~al ~~cc~a~~~~, ~late~ ~~!"e i~c~late= ·-- _2 ~:2 a~;~~ :. 
:;c~-le~~al e7ents are ex~~e~sed as discrete colc~ies s€si~s~ a ~ale 
::ac~6!":: :.:::d la;.;~ :.:1 this p::-= ce:i~e, · .. ;i th fre~::.encj .. c: colo:-.. :.- =.:;:!='e.s.:--a:--.. ::e 
:.::c:-eas~..g alcr:g t!:e ir .. c~e::..s:..:.g g~s.=.;e:1t tc a. C'J~ .. ce~ .. :~=..~:..c:-. :::.~ ·.-;:-..:....::: .. ~.a:·::.::-.::.2. ::-..:-:at:.::-. :)cc·~3. 8j-:o-::.x.:.::. :.~ .. :..s .=::o~.;:;. t:,. .. a cl~=-::- =:! .. -2 E:._::-.; :.:-.e 

".·..: :,...,.: -·- .: -~.:; ~.:- .... _ .... ·-·· ..... ···-·-· -·-·-'------ ~· 

t.es:.:=. 

Results. rio pla-:.e ·,;ith -.est COL.pcur.d shc·,.;e:i s.~y ~·:ide~ce 
~f L.Uta~e~~ci~y. The ~~~~ inh~t~tory con:e~t~at:.~~ was ~ea~e~ ~t~~ ---/,.,, --~-u~ Poc:it.-i,·e ·c~--~"'; 2_;;.,., .... rl<>~~--c·' 1 ," .. .,-=- ··'"S _:::;:_.,.,., .. e --~-;.., ··i:: ,,!..L. ••. :-...1.. '•'• -;---v ........ ~-...., ...... ---v., -••-.o.- ..L..-"""'"""-"-·'"- n...,. ··-:-"'-• tl_.,. ... all pla-:.es :v:.thout S-7 pre~e::::. a~d. ;:os:.tive 1 O.COOl :.o :J.l :-:::, .. ::-2.. ::-.e::::.·:-.

1 ·.-::.:.:: 
S-~ for strains TAlCO, D3C;2, TA 1538, and ~98. S~reptozc~~ci~ was positive in gradients coL.p::-:.s:.ng ext.reme li::ri.ts of C·.CCOO. 0.1 ::--5/::-J. 
of n:ed:.::=: for strains GL6, :.;::..535, :AlCO 1 l:rll537 1 a~::i bctt .; - st.ra~~s, either N~th or wittout S-9 ~resent; it wa· ~ositive, also, --strain :.;93 :.n atse:::ce of S-9. 

Conclus:.~n. Under the cor:~:.t:.ons cf this test, tec~~c~l t~=~tti~·on is not ;. .. ;:t.agen:ic,· whether :...~ the presence or absence of ~et.a:::olic activat:.c::. 
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